Platinum-based anticancer drugs cause neurotoxicity. In particular, oxaliplatin produces early-developing, painful, and cold-exacerbated paresthesias. However, the mechanism underlying these bothersome and dose-limiting adverse effects is unknown. We hypothesized that the transient receptor potential ankyrin 1 (TRPA1), a cation channel activated by oxidative stress and cold temperature, contributes to mechanical and cold hypersensitivity caused by oxaliplatin and cisplatin. Oxaliplatin and cisplatin evoked glutathione-sensitive relaxation, mediated by TRPA1 stimulation and the release of calcitonin gene-related peptide from sensory nerve terminals in isolated guinea pig pulmonary arteries. No calcium response was observed in cultured mouse dorsal root ganglion neurons or in naïve Chinese hamster ovary (CHO) cells exposed to oxaliplatin or cisplatin. However, oxaliplatin, and with lower potency, cisplatin, evoked a glutathione-sensitive calcium response in CHO cells expressing mouse TRPA1. One single administration of oxaliplatin produced mechanical and cold hyperalgesia in rats, an effect selectively abated by the TRPA1 antagonist HC-030031. Oxaliplatin administration caused mechanical and cold allodynia in mice. Both responses were absent in TRPA1-deficient mice. Administration of cisplatin evoked mechanical allodynia, an effect that was reduced in TRPA1-deficient mice. TRPA1 is therefore required for oxaliplatin-evoked mechanical and cold hypersensitivity, and contributes to cisplatin-evoked mechanical allodynia. Channel activation is most likely caused by glutathione-sensitive molecules, including reactive oxygen species and their byproducts, which are generated after tissue exposure to platinum-based drugs from cells surrounding nociceptive nerve terminals. Ó
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Introduction
Platinum-based drugs are commonly used for the treatment of various types of cancers. Unfortunately, their clinical benefit is challenged by severe adverse effects to the nervous, auditory, hematologic, and renal systems [34] . The third-generation platinum drug oxaliplatin [4] shows a dramatic reduction in renal toxicity and ototoxicity, but exhibits a unique neurotoxic profile [30] . In addition to a chronic sensory neuropathy typical of other platinum-based drugs [30] , oxaliplatin causes an acute syndrome, described as cold-exacerbated paresthesia of the hands, feet, perioral region, and throat, which affects almost all patients, and develops rapidly, persisting for several days [47] . Neurotoxicity by platinum-based drugs, and not tumor progression, is often the cause of treatment discontinuation, dose reduction, or hospitalization [39] .
Because attempts to mitigate platinum-based drugs' neurotoxicity with neuroprotective strategies have yielded unsatisfactory results, a more precise understanding of the mechanism(s) responsible for the neurotoxic action of platinum-based drugs is required. Ion channels, and particularly voltage sensitive sodium channels, have been proposed as contributors to the neurotoxic action of platinum-based drugs [46, 38] . More recently, attention has been paid to the transient receptor potential (TRP) family of ion
